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<«*tf, Htufu IBttSK $&ttJH£A flS&&:« 

fkmm *?<vft&%<D&mctevzftmm®K^<nM5-i>m$ztix^z> [j. c ere b. 

Blood Flow Metab. , 19, 583-591 (1999) ; Trends Neurosci. , 18, 57-58 (1995) ; Nature, 
399, Supp A7-14 (1999) ; Science, 262, 689-695 (1993) ; Trends Pharmacol. Sci. , 11, 
379-387(1990), N. Engl. J. Med., 330, 613-622(1994) ]„ 

' -=y^»(ATP)©tt»KiJ:ij|ft^ttLTiaW4^^5^K*:*ai-5.' iOia»*0^/u 
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Trends Neurosci., H, 465-469(1988); Trends Pharmacol. Sci., U, 462-468 (1990) ]„ £ 
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tt#fc*IMSfc:±£ LT4C5^t [J. Neurosci., 5, 2801-2808 (1985); Proc. Natl. Acad. 
Sci. U. S. A., 82, 4531-4534 (1985)]^, *> -o©^^fi«|/#&*TfcS*A«©!ftfc 

1^5 [Brain Res., 533, 315-320 (1990); J. Neurosci., 12, 376-389 (1992) ]„ V 
>V~*<D 1 -tflXs- 4-7j^- 1, 2. 3, 6 — r hvfc Ko t*'J v^(MPTP)&-5-K: «tf>m 

wO»&twaBaiiffc^^ 5 ytStfr/y^ hi«»lWi-» fc«£$;fr-CV^ [j. 

Neurochem. , 59, 733-739 (1992) ; Naunyn-Schmiedebergs Arch. Pharmacol. , 348, 586-59 

2 (1993)] ztteZi>*bs<~*^y>ffi^<Dy/\s?*^n<D®$i>mmztix^z>. *fc*s> 

ffiSPttttfllSRflMtffiKlJaV^Tia, ^/U* 5 ^M&ffc • 1&m<D%m [J. Neurol. Neurosurg 
. Psychiatry, 54, 984-988 (1991)] 5 i^&?> [N. Engl. J. Med., 326, 

1464-1468 (1992)] fc*-3< t hft% 5 l>iMt*JMfiS»ft £>*t« r <k [Ann. 

Neurol. 22, 575-579 (1987)] fci?a»P>* JSIS^©^^ 5 >&tO®$t>m&ZtlX^Z>. t 
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<MSJE«rla»^-*^:V^5fffflWt^l!»fcS%*<>*i^■t*^fei"» 3Efcjfc«fY !/ vi^w-oXgT 

^ 4$NTP (Neural Treated Protein) Jgte&|B£r3f£/BttM^£iX-CV*SiS, jfecp-i f 

Sit, i&mztizmmi: ^xur^y^^-m^iim^iix^^, # 

ft, *AIWr^fittJH***'b'&#f 5. 

(5) WO 9 9/2 5 3 4 6 -§-<&$g 



tfniiOT*fc9, R' tt**«^-e*,lj, XteCHTNfc<3, Att«r£*"Cfc 0 , LXtfMtt* 
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WO 00/43006 , . PCT/JP00/00225 



(6) rT*/y*J>*J**1titWfi % 5-[4- (6-7^-2, 5, 7, 8-fh7 
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(7) f-TVy^^y\\^mt\ 5- [4- (6-T5/-2, 5, 7, 
>^U-4-^-#y^n-7^-2-^^^ ^i/itjV] ^7V!)^-2, 4-i?*^ 
T-fc£, (1) 
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o) »sm©^.s^jfaiii$Tfcs. (8) izmm<Dmmmf$.®>. 

(10) WM^^S^W^-cfcS. (8) {CEgc©E«^^ 

(id &mx<Dm&tfmm&m!B.vib?>, (8) ^ib^ism^^ 

(12) ftmm<Dm&tfti>f&&® L m&?3bz>. (8) ^15®©^^^, 

(1 3) ftmtm£mtfT^y^-?-fcx'ibz>, a 2) 

(14) nmmBtfs<-*>yy®'?h2 ) ^ ( 12 ) izmmnmrnrntfL® 

(16) ^Ti/y^>^Wk^^ x tWy^^/^-CfeS, (15) KiS«CD<£^ 

(17) f-T/;;v?v^v^#;^, D^y^j/^-cfcs^ (15) \z.um.<Dmm, 
(is) ^T^y^^^t:^^ hn^y^^ Tfc5 ^ (15) ^UM<D&m. 

(19) 5 _ [4 _ (2-^^-6-= 
*n-v>- 2 -Y,M ^0?^] ^ 7 y-)v;v-2, 4-^v^fcS. (15) £ 

(20) f7-/y^^ m , 5- [4- (6-7^-2, 5, 7, 
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v^^TfcS, (15) fc!E*©fl[ffl, 

(21) ?TSVi?yi?**ik&m*. 5- [4- (6-T5/-2, 5, 7, 8 h 

7^^u-4-^-^y^n-7V-2—t'yw^ ^t^^/w] 4-^ 

^ffcS, (15) liE^^ffl, 

(2 2) »ll^©^S©^KXIi^©fc*©E|g*fl^%$:|5t^-r5fc»©, (15) M 

(2 1) ^^3l^$tL5VNTtl^l3StC|E«0^ffl % 

(2 3) #S^©^S^JfePIWC$>5, (2 2) KiE^teffi, 

(2 4) w&%<Dm&mm*>~?hz, (22) ickis©^, 

(25) #>igLm<D%i!g.tf%m&mm.%-chz>. (22) kib^©^, 

(26) ms^©^.m^#s^-i4^.mTfc5 > (22) izmm^m. 

(27) w^ig^s^T/w^wv-jpfcfcs, (26) iz.fsm<omm % 

(28) #&&im&;a^-*^yv#refc.5, (26) (cisiso^ffl 

±iEKJ3tt5 rfr/y^y^Wt^j iLTte, Mitf, 5- [4- (2- (5-^ 
^t-y^-2-^) *b*is) f7/yi?y-2, 4-^v (£it, 

:/y *y>i^5 0 ) ^IE4g$nTV>5#5BB§5 5-2 2 6 3 6^$8 (EP0008203 
A) % 5- [4- (6-tKnJf>-2, 5, 7, 8-fF7>^Dvy-2-^ h 

f7/y-;y-2, 4-^v («t. hu?v?s>t^o 0 ) ^ie®$ 

^T^5#fJBg6 0- 5 1 1 8 9#<&fg (E P 0 1 2 9 4 2 1 A), #§S§Bg 6 1-27128 
7-SHifg (EP0 20 7 605A), 5- [4- (2- ( N ->^-N- (fyi^-2- 
■YAO 75 7) ^h^v) -<>^] 4-^*^ (£TF, n^y^yv 

<t^5o) ^15®$tlTV^#gg^l - 13 116 9-^$g (EP 0 3 0 6 2 2 8 A), #§fl¥ 
6-24 794 5f^8 (E P 0 6 0 4 9 8 3 A), 5- [4- ( 6 - y h 1 - 

tf?E,m£}XX^?>%fffi¥.9 - 2 9 5 9 7 0 -§-4**8 (EP0745600A) ^<7*k$g|^ 
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mrnmmt LTensjtfcfls**, #bhbs6 4- 3 8 0 9 o#^a (epo277836a) 
Wi*fls#*fcbTtt, p^yy^yv, tf^yy^yv, hnyy^yv, 

5- [4- (2-^^yU-6-- ^n-4-^y^0 7 y-2-i'^> 

f7/yi?y-2, 4-i?;*-y\ 

5- [4- (6-7? /-2, 5, 7, 8-f (>7^fyl'-4-fc Kb*^dv>-2- 
5- [4- (6-75Z-2, 5, 7, 8 — f h 7* f-fl>- 4 y ;7 n-r y- 2 --f^ 

Hi-ftiH^ hDi/y^y-^ x 

5- [4- (2-^^-6-= hn-4-t*y^D-7y-2-<;^ h*v") ^yi^l/) 

f7/y-;y-2, 4— 

5 - [4- (6-7?/-2, 5, 7, 8-f h7^f^-4-t Kndf-^avy-2- 

-OM h*»y) ^v^u] f7/!)i?y-2, 4-i^>\ x« 

5- [4- (6-TS/-2, 5, 7, 8-f h7^f^-4-t^y^nvV-2->f/U 
7« h*i>-) -<>^u] f7/!)«^y-2, 4-^y-T'fe^, 

5- [4- (2-^^yP-6-^ hD-4-^y^nvy-2-| , W 

f7/yt?y-2, 4--^y x 

5- [4- (6-7^-2, 5, 7, 8-fh7^f^-4-t Kndf-y^ nv>- 2 - 
5- [4- (6-75^-2, 5, 7, 8-f F7^^-4-t^y^D7y-2-^ 
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wmm. 9A/^B«t» y^-A4UHs =^*ife$£, ^ 7*=vut*vg&g % 

A'TS^VL. W^t, ^^5yl> 7 I =;^yi/y7M;n^f^I > 



WO 00/43006 



11 



PCT/JP00/00225 



±Bfc*itt3 r#jg^©^,tj irLTtiu ^jfeSt* («*.tf» «tts<t\ JHttlifiL IS 



WO 00/43006 . PCT/JP00/00225 

12 



5 5.), (fclfctf, ^fTyvi, *x7y>g£;*7/i^r>A, 

&&m&r h y -7^ : d l . jjukk-t- h v <>j*m. ,• ? vvA>mmr hv<>j», y^v 

^flfflfrv ?*ist&<D£ 5 fc? !7 y AHMMfc ; &&*;&&© «t 5 fe%MI : SO\ 

v v mmxv v=.*\>u y K^©«t owk^mmz 

mg W*^tt» Img), lllOOOmg 5 0 0mg) fc, fWlrt2g#©» 

103 9 1BTR0. Olmg (#5BtCtt, 0. imgh liSOOmg 
tt. 2 0 0mg) 4rfifcAfc*JL-C\ 1 BSD l4fctt»BKd»tT. Ittl^lStfi^tS^ 
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[#*Bgjj£, 103, 198-201 (1994)] e 

1-fc*>*>, J&£l 8 Bg&© Wistar I5y h <t U JIBS:© !? W L, *»T?*ttft«**J •> til 
bfc 0 i DMEMiSF* (»#»fl?tt8) ^-ef^yx^^^TiSB^bL, t^JK? 
iljfc* (PAAtt® SrgsAOLT 1 0 0 0 r pm"C5^»^Lfc^, ±f»*r*lT, 1 0%£ 

6^U-h hftSy) £3-4X1 ()<«/:*©&&-?£#, 37°C, 5% 

U #K£§8©ffrgH&, 0. 3mMO^^ ^ ^©HIKSsflP Lfc^ 2 4^ 
&*Lfc 0 #WWS5E«rfiiUfcliJBA>bl|fflLfcLDH* (LDHjgHt*) SrLDH as 

say kit ifutmt) vm&LtL. *m&mwk&®\tDMso\z®mmt, sic 

phosphate-buffered saline (PBS) T*gf5££&K#« LTfflV^ 0 *fflB t LtiJDMSO 

mi&K&imm (%) = 

ldh mmm-rmmRit*mxm<a{k&m<D ldh ^sts) x 100/ 
(rmmno) ldh »-pbs p© ldh mm 
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» (%) 




b a if V f>^>(20 Mg/ml) 


7 9 







3liS#j2. 3 vKMMttottMflUS (2) 

■f-ftfr^ 4«7-8B»© Wistar 5y /MB£®ttl Lfc. ><y<-f 

> (9U/ml) 15^teafcJ:oT»*S*fc»ja»aB»tpoly-L-lyaine(25M 
g/ml ) T*=>- Hfcj§i^i/- h(r 4-8 x 10 s cells/cm 2 ©flBStHSffl LTiglSifc (10% ? 

3km, 20 mM KC1 Sr^tf MEM) * 3 7 "C, 596 C0 2 /95% air -Cig$ Lfc.g B 20 ju M cytosine 
arabinofuranoside £-£iM?*©J&f|»£iiJnU sfi^SK^C-T** 10 0 EiZ?Jl>=i-x%: 

mwLtco *mmtt&«* u - 12 hic^ s ^*fcj:a#«iM&EWfc*iHSbfc. 

-T&fc>*>, «*«Srv^5/^A^ Hanks' Balanced Salt Solutions (1. 26 mM CaCl 2 , 20 mM 
HEPES fc^tr) KS9fcU 0.3mM f- 15 5fflJlHi-f V*a^-S/ 9 5% 3 

*f** 9 i4WWM» % 20 mM HEPES, 25 mM KC1 fcff tf MEM U 75 

*«*9!®fcfttt*Kfil Lfc.24 l«fl|**ft % #8JM&E*&:: lftMtt*>e>an Lfc Lactose 
Dehydrogenase * (LDH Zfflfe Lfc. *H£91<D4b£ftft DMSO U JEfc 0. 1% ^ 

mT/ts7%* (BSA) 4:^tfPBS-C0fiE«SK#RLTfflVNfc o #J»i LTtt nB0©*«:IW 
«t*RLfct© (PBSi¥) Srfflv^fc. 
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im2] 







* (%) 




5 8 






3 8 






4 7 




SG£0ij2©fc3-#i(5//g/ml) 


4 7 




USittfiJ 3 <Dfc&!&(5 tx g/ml) 


7 2 





5- [4- (6-T^y-2, 5, 7. 8 - =? fc =7 * f-fr- 4 V ^ u-?^- 2 -J>V a 

(1 a) 5- [4- ( 2-ah#y^oaK^) — 3 — h U 7iz;M "f')V s f-7^/ 

Wis- 2. 4 -jy±^ 

5- (4-tKn#->^-^u) -3-hy7 I =;M^f7/y-;y-2 1 4-^*> 
1 20 g> 2 6gS^7tFy2. 5 10j8**fc^o*T-fch>3 5ml* 
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n&®5£<D g iHtf 118. 3giS#f, ttfc. 
: 1 3 5°C- 1 4 OX: o 

5- [4- (2-**y*- B #*i4 xv^/u] -3-hy7x^f;^7/-;i;y- 

2, 4-^118 g> 1, 4 - i;my2 0 Om 1 Stf 7 0«iMbk«jti 0 0 Om 1 
fcl»xfyu 5 Oml, *n9vUa:-7vU2 50ml »UW V^n 0 0ml 

^n-^**^tW"#-6iiK:J:!)*JtftH#©Httft:*«4 9. 3gdS»e>*Lfc. 
: 1 4 9 °C- 1 5 2 °C„ 

(lc)fj^ 2, 3. 5 — K ' J ^f;^7iz^iXT;l/ 

2, 3 , 5-h!l^7xy-M00g,«chyx^75^12 2inl»a«*f 
hn ^^yi 00 0ml©^fe|:7t^n|J K6 2. TmimTfllTLfc. 

fee 

^*y/HW^D,h^ 7 ^ «MJMJ:i»o:^/n-^^-i/3 0) : R 
fffi=0. 32. 



(Id) 2' -CKn»->-V 4 1 6' - h 0 *+*,7± h7=S> 

2, 3, 5-hy>f;U7x^f/H49gil, 2 
1 ®M«KBjtftf^ t 9 0ml tr^tTWTLfcmj: 1 tfmfflRWKLft:. 2 Bmm 
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A?dv ^77^ (Ml:ft®xf/U/n-^1M/=i : 2 0) RlftU 
© B fiWfc&tt 1 2 3 g hint. 
K£ : 3 51C- 3 7°C e 

(1 e) 2' -bhW-5' --Kd-3', 4 ', 6' - h V * ?;UT± h 7 » y > 
2* -t Kn#«>-3', 4', 6* - Ky^^/PT-fe f>7i/yi 2 3gMii2 5 0m 
1 <on^mz.mm&4 3m l ®filNg»2 5 0m 1 £2 Ot«T-C*TUfc«fc, ^»"C3 0 
£«J$Lfc. ^iB^WSrfcTk'Hctoilfflfct^^tttiiLfc. tetti&SrTk (30), 5%^ 

gL6 : 7 2°C- 7 5°C 0 

(1 f ) 5- C4- (6--hn-2, 5, 7. 8-f h?^f ^-4-^y^n?y- 

2* -tKndf->-5' --ho-3', 4', 6' - h V y fvPTi? h7 a y > 1 2 . 44 
5 ~ C4- (2-tf*y:/n#*$/) f7/!J'yy-2 1 4-i?*yi2gS 

Xfi«>*> 15 0ml fa y ^ 9 . 2ml &afiT?fl|J*.fc«fc 2 . 5 ttfflftlStit 

RJSiB-g>*i£*fcflDa. % 2«dft|Mc«tt-e|fett(C Ufcmir^x^-cfibtil Ufco 

®*U #fen7tSSSESr^y*y^7A^OV h^77-r- (»a»»J:B»x^/n- 
^^r-y-V=2/3) fcttLS*fe#7*fc©l«rfb*fcl 0. 4gi5#f,ilfc. 
V!I*^|?d?^77^ (AM£*J :IHtt:n7vU/n-~ = 1/2) :Rf 
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H=0. 2 1, 

(1 «> 5 ~ (6-T;/-2. 5, 7, 8-fh7^f/l/-4-^y^P7V- 

5- [4- (6--ha-2, 5, 7, 8 -x Yy*<f-,\,- 4 -**y * n-r^- 2 -- f/U 
5 g St>TO 5 m 1 fcSjTe 2 B#|W£ 8 0 <CQ 4 . 5 B#«»A Lft B 

MSr->!)*y/^7A^nTh^77^-(«a: SK^W n - ^ V = 1 / 1 ) 

■>!)^n^7hy 7 7^ (mMmi-.mm^/u/n — .#^^=3/2) = r f 
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Claims 1, 8 to 15 and 22 to 28: 

It is merely described that the medicinal compositions as set forth 
in these claims contain as the active ingredient "thiazolidindione compounds" 
and nothing is stated with respect to other substituents . Also, the position 
of the oxo-substituent thereof is not restricted. It is therefore considered 
that the main chemical structure of these compounds serving as the active 
ingredient is the thiazole skeleton alone. 

However, various compounds having such a structure have been widely- 
known and therefore these compounds cannot be regarded as being remarkable in 
structure. Although those skilled in the art cannot recognize that these 
compounds are comparable to each other in effects, troglitazone and compounds 
produced in Production Examples are exclusively illustrated in Examples in the 
description. Thus, it is considered that the description is seriously unclear 
regarding compositions containing as the active ingredient compounds which have 
no p-(2,4-dioxothiazolidin-4-ylalkyl)phenyloxyalkyl group as the chemical 
structure. Therefore, International Search cannot be effectively practiced 
on the basis of these documents . 

Accordingly, International Search on these claims has been made 
exclusively on medicinal compositions containing as the active ingredient 
compounds having the p- {2 ,4-dioxothiazolidin-4-ylalkyl)phenyloxyalkyl group 
as the chemical structure (Article 17(2) (a) (ii) of the PCT) . * 
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